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DETAILED ACTION 

Applicant's amendment filed August 28, 2001 in Paper No. 8 has been entered. 
Claims 35-36, 38, 42-43, 45^8 and 51 are pending in the present application and they 

are examined on the merits herein. 

The text of those sections of Title 35 U.S.C. Code not included in this action can 

be found in a prior office action. 

Responses to Amendment 

The rejection of olaims 35, 42-43, 47-48 and 51 under U.S.C. 102(a) as being 
antidpated by Kawamura e. a,. (Proa Nat,. Acad. Sci. 91:6374*378, 1994) or 
Takahashi & Shirasawa (FEBS Letters 342:124-128, 1994) is withdrawn in light of 
Applicants' Declaration submitted under 37 C.F.R. 1.131. 

The rejection of claims 35, 45 and 46 under U.S.C. 103(a) as being anticipated 
by Kawamura et al. (Proc. Natl. Acad. Sci. 91:6374-6378. 1994) or Takahashi & 
Shirasawa (FEBS Letters 342:124-128, 1994) is withdrawn in light of Applicants' 
Declaration submitted under 37 C.F.R. 1.131. 

Information Disclosure Statement 

Most of the references cited in the IDS in Paper No. 6 are not available for 
Examiner to consider at the time of examining the present application. 
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Upon careful consideration of the present application, following is a new ground 
of rejection. 

Written Description 
Claim 43 is rejected under 35 U.S.C. 112, first paragraph, as containing subject 
matter which was not described in the specification in such a way as to reasonably 
convey to one skilled in me relevant art that the invents), at the time the application 
was filed, had possession of the claimed. 

Vas-Cath Inc. v. Mahurkar, 19USPQ2d 1111 (Fed. Cir. 1991), clearty states that 
•applicant must convey with reasonable clarity to those skilled in the art that, as of the 
filing date sought, he or she was in possession of the invention. The invention is, for 
purposes of the 'written description' inquiry, whatever is now claimed.- Vaj^athlncv, 
Mahurkar. 19USPQ2d at 1117. The specification does no. -clearly allow persons of 
ordinary skill in the art to recognize that [he or she] invented wfiat is claimed, -Va^Cath 
inr. v Mahurkar , 19USPQ2d at 1116. 

The claim is drawn to an isolated DNA molecule comprising a DMA sequence 
encoding a JAK kinase peptide, said peptide having cytokine receptor binding activity. 
The scope of the instant claim encompasses a DNA sequence encoding any JAK 
kinase peptide, no. necessarily limited to JAK1, JAK2 or JAK3 kinase peptide, derived 
from any animal species wherein said kinase peptide has cytokine receptor binding 
activity. Apart from the disclosure of the full length cDNA sequences encoding mouse 
JAK1, JAK2 and JAK3 kinases in the present application, and that these full-length 
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encoded tyrosine Kinases are ao.iva.ed by various cytokines, .he instant spedfication 
.ails .o .each which peptides derived from which regions of these large encoded murine 
tyrosine kinase (about 1000 amino acid residues in length) are capable of binding to 
any cytokine receptor, let alone a JAK kinase peptide derived from any species, or one 
derived from a novel related JAK member that have ye. been discovered. Applicants 
failed to teach a representative number of isoiated DMA molecule encoding a JAK 
kinase peptide having the desired cytokine receptor binding activity encompassed by 
the scope of the presently claimed invention. The claimed invention asjnM*** is not 
adequately described if the claims require essential or critical elements which are not 
adequately described in the specification and which are not conventional in the art as of 
Applicants' filing date. Possession may be shown by actual reduction to practice, clear 
depiction of the invention in a detailed drawing, or by describing .he invention with 
sufficient relevant ^ characterise such .ha, a person skilled in .he art would 
recognize that the inventor had possession of the claimed invention. Pfaff v. Wells 
Ejectrpnic^lnc, 48 USPQ2d 1641, 1646 (1998). The skilled artisan cannc. envision 
the de.ai.ed structure of an encoded JAK kinase peptide having cytokine receptor 
binding activity, and therefore conception is no, achieved until reduction to practice has 
occurred, regardless of ,he complexity or sim P .ici«y of .he method. Adequate written 
description requires more than a mere statement that it is par, of the invention and 
reference ,o a po.en.ia, method of isoiating it See Hers , Reve,, 25 USPQ2d 1601, 
1606 (Fed. Cir. 1993) and Amgen Inc. v. Chugai Pharmaceutical Co. Ltd., 18 USPQ2d 
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1016 (Fed. Cir. 1991). One cannot describe what one has not conceived. See Fiddes 

v.Baird, 30 USPQ2d 1481, 1483. 

Applicant is reminded that Vas-Cath makes clear that the written description 
provision of 35 U.S.C. §112 is severable from its enablement provision (see page 
1115). 

Responses to Arguments 

Applicants' arguments related to the above rejection in the Amendment filed on 
August 28, 2001 in Paper No. 8 (page 8) have been fully considered. 

Applicants mainly argued that one of skilled in the art would envisage the 
structure of the claimed invention comprising a DNA sequence encoding at least 400 
amino acids found in SEQ ID NO:16 and know that Applicants had possession of the 
invention as of the filing date. Examiner respectfully finds Applicants' argument to be 
unpersuasive because the instant claim is not limited to a DNA sequence encoding at 
least 400 amino acids found in SEQ ID NO: 16. 

Accordingly, claim 43 is rejected for the reasons set forth above. 

Claim Rejections - 35 USC §112 

Claims 35, 36, 38, 43 and 45-46 and 48 are rejected under 35 U.S.C. 112, first 
paragraph, because the specification, while being enabling for: 

(a) An isolated DNA molecule comprising a DNA sequence encoding the JAK3 
kinase amino acid sequence of SEQ ID NO:16, wherein said JAK3 kinase has JAK 



i 



Page 6 

Application/Control Number: 09/397,967 
Art Unit: 1632 

Kinase activity and undergoes tyrosine phosphorylation by at least one cytokine 
seieoted from the recited group; the same DNA molecule wherein said JAK3 k.nase 
amino acid sequence of SEQ ID NO.6 have at leas, one conservative amino a«d 
substitution; an expression vector comprising the same isolated DNA molecule and an 
isolated host cell comprising the same expression vector; 

(b) An isolated DNA molecule encoding Ifuil-length JAK1 or JAK2 or JAK3 
J1<£Z2 -rr^ntaU a peptide having cytokine receptor binding 

activity; 

does not reasonably provide enablement for other embodiments in the dams. 
The sped.ca.ion does no, enable any person skilled in the ar, to which it pertains, or 
w« h which i. is mos. nearly connected, to make and use the invention commensurate ,n 

scope with these claims. 

The claims are directed to an isolated DNA molecule comprising a DNA 
sequence encoding a. least 400 amino acids o, a JAK3 kinase peptide o, sequence 
SEQ ID NO:16, wherein said peptide has JAK kinase activity and undergoes tyros.ne 
phosphorylation by a, leas, one cytokine selected from the group consisting o, IL-2, IL-3, 

isolated DNA molecule wherein said molecule encodes a polypeptide having a, leas, 
one conserve amino add subs,i,u,ion or ,he same isola,ed DNA molecule 
comprising a 1500 base nudeotide DNA sequence encoding an amino acid sequence 
of SEQ ID NO:16; an expression vedor and an iso,a,ed hos, cell comprising the same. 
Claim 43 is directed ,o an iso.a,ed DNA molecule uprising a DNA sequent encod,ng 
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a JAK kinase peptide, said peptide having cytokine receptor binding domain. Claim 48 
is directed to the same isolated DMA molecule of Cairn 43, wherein said molecule 
encodes a JAK3 kinase polypeptide that is a. least 80-99% homologous to the amino 
acid sequence of SEQ ID NO:16, wherein the percent homology is determined by 
comparing sequence information using a GAP program having the recited default 
parameters. 

The specification discloses the cloning of full-length cDNAs encoding for mouse 
JAK1, JAK2 and JAK3 kinases. The specification further demonstrates that JAK2 
kinase is capable of associating with erythropoietin receptor or growth hormone 
receptor and it is phosphorated and activated in response to erythropoietin, growth 
hormones, IL-3 and interferon-y. The specification also teaches that JAK3 kinase is 
tyrosine phosphorylated and activated in response to IL-2 to IL-5, IL-7, IL-9, IL-11, G- 
CSF and GM-CSF in selected cells. Ciliary neurotrophic factor and related factors have 
also been shown to induce tyrosine phosphorylation of JAK1, JAK2 and Tyk2 in EW1 
cells, and that these JAK kinases are probably associated with the membrane proximal 
region of the CNTF p receptor components. The evidence has been noted and 
considered. However, the evidence can not be reasonably extrapolated to the instant 
broadly claimed invention for the following reasons. 

Firstly, with respect to claim 43 encompassing a DNA sequence encoding any 
JAK kinase peptide, not necessarily limited to JAK1, JAK2 or JAK3 kinase peptide, 
derived from any animal species wherein said kinase peptide has cytokine receptor 
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binding activity, the instant spec.ca.ion is not enabied for such a broadty daimed 
invention for the reasons already set forth in the Written Description above. 

Secondly, the instant claims encompass an isoiated DNA molecule comprising 
any DNA sequence encoding a. leas. 400 amino adds of a JAK3 Kinase peptide of SEQ 
lD NO- 16, wherein said peptide has JAK kinase activity and undergoes tyrosine 
pnospho^tion by a. leas, one cytokine selected from the recited group or an isolated 
DNA moleoile comprising any 1500 base nucleotide DNA sequence encoding an am.no 
add sequence of SEQ ID NO. 16, wherein the encoded amino acid sequence has the 
same adivity or an isolated DNA molecule o, daim 43 or claim 48, wherein said 
mo ,ecu,e comprises a DNA sequence encoding a JAK kinase peptide having cytokine 
receptor binding activity. However, the spedf,=a.ion fails to teach spedfically which 
JAK3 kinase peptides derived from whidt encoded regions of the full-length JAK3 
kinase of SEQ ID NO: 16 and wMch critical regions or domains of the JAK3 kinase that 
a JAK3 kinase peptide needs to possess in order have JAK kinase activity and 
undergoes tyrosine phosphorylation by one of the redted cytokines. The instant 
specification merely demonstrates that full length JAK3 kinase is tyrosine 
phosphorylated and adivated in response to various interleukins, G-CSF and GM-CSF 
in seleded cells, as well as the tyrosine phosphorylation, adivation and association with 
erythropoietin recep.cs and CNTF p receptor components for full length JAK1 and 
JAK2 kinases under certain conditions. In order for a JAK3 kinase peptide or any JAK 
kinase peptide to be adivated or undergoing tyrosine phosphorylation by one of the 
recited cytokines, one of skilled in the art needs to know exactly which domains or 
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activated or Agoing a«o. At *. .eCive «, ~ * 

present applicati0 , apart *■» *. —a, .yrosine —n ^ - 
— o, »e JAK3 Kinase moieCe, , b e e X a* - — * 

of fences (^7, ap P — SCO N-terminal a m ino aod 

and th e pse— -n* « * — , even in year 2 000 <Rane & 

„ a clrk^ col 2 bottom of second 
io-«;ftR9 «to79 2000; see page 566.5, coi. 
Reddv Oncology 19.5662-&b^> ^w, 

Tno — ,o a, — P ro,ein .o, A—* „ 
dim ensiona, secure - any JAK »nase, inking JAK3 Knase, h as no, ye, b een 
elucid a,eo, F ~, I, is we,, recognized in „e a, any modi f ,ca,ion even 
„,ive" s Ub s,i,u,ion, ,o a cri,ica, —n, - a pro.ein ,s «y 

lot alone any extensive deletion or 
significantly alter its functional propert.es, let alone any 

• rtinn The oresent disclosure offers no guidance as 
fragmentation or substitution or .nsert.on. The present 

t0 which regions or d 0m ains - JAK3 moie.ie wo U ,d * .oieran, - a,,era,,on „ 

Ration an. — no.. "P— ' — - «- * ^ 
positions and in ^ cor— ns, s U cn « a JAK3 Kinase 

encoded „y a ,500 b ase nuclide ONA se<,ence can possess ,ne desired proper,,** 
of navino. JAK Kinase aCivity and undergoing ,yrosine phosp^ion b y one o, e 
recit ed opines. V~ is a W ^ - — ^ * " "* 



Page 10 

Application/Control Number: 09/397,967 
Art Unit: 1632 

and use o, ,he daimed embodiment. In discussing peptide hormones, Rudinger has 
stated that 'The significance of particuiar amino adds and sequences for different 
aspects o, biological activity can not be predicted a priori but must be determined from 
case to case by painstaking experiment study (Page 6, first sentence of Conduaons 
,„ j A Parsons, ed. "Peptide hormones-, University Park Press, 1976). Th,s 
unpredictability is further underscored by the fact that the relationship between the 
sequence of a peptide and its tertiary structure (or its activity) is no, well understood and 

i i i n i/ M Pr7 Pt al ed "The protein folding problem and 
is not predictable (Ngo et al., In K. Merz et ai., ea. w 

» Ri ri,h fl „*Pr 1994 491-495). Moreover, the physiological 
tertiary structure prediction , Birkhauser, iyy«, ) 

tMPtP 2164 03) As set forth in In re Fisher, 166 
art is recognized as unpredictable (MPEP ziw.vt). 

USPQ 18 (CCPA 1970), compliance with 35 USC 112, first paragraph requires: 

That scope of cum. must "f^^ 
provided by specification to persons of ord "JJ^a slIS embodiment provides broad 
factors, such as mechanical or *?S7l«iliillm^ can be made v»«houl dlfllcully 

Accordingly, due to the lack of guidance provided by the instant specification 
regarding to me issues se, forth above, the unpredictability of the art on the 
protein/peptide folding and tertiary structure prediction, the breadth of the instant claims, 
it would have required undue experimentation for one skilled in the art to make and use 
the instant broadly claimed invention. 
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Responses to Arguments 

Applicants' arguments related to the above rejection in the Amendment filed on 
August 28, 2001 in Paper No. 8 (pages 4-8) have been fully considered. 

Applicants mainly argued that due to the fact that the amended claim 35 now 
reciting at least 400 amino acid limitation, sue* a fragment represents a significant 
portion of the complete sequence and one of skill in the art should have no difficulty in 
selecting the appropriate portion of the molecule to use the daimed invention. 
Examiner respectfully finds Applicants' argument to be unpersuasive for the following 
reasons. 

Firstly, which 400 amino acid residues out of 1099 amino acid residues that the 
desired JAK3 kinase fragment contains? Which 699 amino acid residues in wMch 
regions or domains of me full-length JAK3 kinase should be deleted or substituted, such 
that JAK3 kinase fragment can still retain JAK kinase activity and interacts with any 
receptor of the recited group of cytokines so that said kinase fragment can undergo 
tyrosine phosphorylation or activated. As already noted above, a. the effective filing 
date of the present application, apart from the functional tyrosine Wnase domain (JH1) 
at the carboxyl terminus of the JAK3 kinase molecule, the exact functions of conserved 
blocks of sequences (JH3-JH7) comprising approximately 600 N-terminal amino add 
residues and the pseudokinase domain are not dearly determined, even in the year 
2000 (Rane & Reddy, Oncology 19:5662-5679, 2000; see page 5663, col. 2, bottom of 
second paragraph). The sequences of the JH3-JH7 domains bear no resemblance to 
any characterized protein motif and the three-dimensional structure for any JAK kinase, 
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including JAK3 Kinase, has no, ye, been elucidated. Furthermore, the significance o, 
particular amino acids and sequences for dtfferen. aspeds of biological ac,ivi,y can no, 
be predicted a priori or well understood as evidenced by ,he ^ings of Rudinger and 
Ngo e, al. With me lack o, guidance provided by ,he instan, specification, i, would have 
required undue experimentation for a skilled in the art to make and use the ins,an, 

broadly claimed invention. 

Secondly, it is Applicants' opinion ,ha, one of skill in the art should have no 
difficulty in selecting the appropriate portion o, the molecule to use the claimed 
invention. Unfortunately this is no. considered to be a factual evidence indicating that 
the unpredictability of the art on the protein/peptide folding and tertiary structure 
prediction can be overcome, such that one of skilled in the art could make and use the 
full breadth of the instant claimed invention without undue experimentation. 

Accordingly, claims 35, 36, 38, 43 and 45-46 are rejected for the reasons stated 



above. 



Claim Rejections - 35 USC § 102 

Claim 43 is rejected under 35 U.S.C. 102(b) as being anticipated by W.Iks et al. 

(Mol. Cell. Biol. 11: 2057-2065, 1991). 

The claim is drawn to an isolated DNA molecu.e comprising a DNA sequence 
encoding a JAK kinase peptide, said peptide having cytokine receptor binding activity. 

W..ks et al. teach the isolation of a full length human JAK1 kinase cDNA 
encoding for a novel protein comprising two phosphotransferase-re.ated catalytic 
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domain (See abstract and Fig. 2). It is the inherent property of the full-length human 
JAK1 kinase encoded by the cDNA clone taught by Wks et al. to contain a peptide 
having cytokine receptor binding activity. 

Therefore, the reference anticipates the claimed invention. 

Double Patenting 

Claims 35-36, 42, 45-47 and 51 are rejected under the judicially created doctrine 
of obviousness-type double patenting as being unpatentable over claims 1-8 of U.S. 
Patent No. 6,136,595. Although the conflicting claims are not identical, they are not 
patentably distinct from each other. This is because the instant claims encompass the 
embodiment of claims 1-8 in the issued U.S. Patent No. 6,136,595. 

If is noted that Applicants request the obviousness-type double patenting 
rejection held in abeyance until the claims are in conditions for allowance. 



Conclusions 



No claims are allowed. 



308-0009. 
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1632. 

HnanaNaUVen Ph.D. DAVE T.NGUYEN 

Quang Nguyen, r primary EXAMINER 



